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AB The present invention relates to triaryl-oxy-aryl-spiro-pyrimidinetrione 
metalloproteinase inhibitors (shown as I; variables defined below; e.g. 
II) and to pharmaceutical compns . and methods of treating inflammation, 
cancer and other disorders. For I: ; ring X is a 5-7 membered 
heterocyclic ring; A is (C6-C10)aryl or (C1-C10 ) heteroaryl ; Y = a bond, 
-0-, -S-, >C:0, >S02, >S:0, -CH20-, -OCH2-, -CH2S-, -SCH2-, -CH2SO-, 
-CH2S02-, -SOCH2-, -S02CH2-, >NR14, ~ [N ( R14 ) ] CH2-, -CH2 [N ( R14 ) ] - , -CH2-, 
-CH: CH-, -C.tplbond.C-, - [N (R14 ) ] S02- and -S02 [N (R14 ) ] -; B is 
(C6-C10) aryl, (C3-C7 ) cycloalkyl , ( C1-C10 ) heterocyclyl and 
(C1-C10) heteroaryl; G is -R15 (CR16R17 ) p- ; p = 0-4; W is 
(C1-C4) alkoxy (C1-C4) alkyl, (C3-C7 ) cycloalkyl, (C6-C10 ) aryl, 
(C1-C10) heteroaryl and (C1-C10 ) heterocyclyl ; addnl . details including 
provisos are given in the claims. General semiquant. statements are made 
about inhibition of metalloproteinases by I; no data is presented for 
specific examples of I; some I exhibit selectivity towards MMP-13 relative 
to other metalloproteinases but they are not identified. Although the 
methods of preparation are not claimed, example prepns . of 5 I are included. 
IT 620971-38-2P, 1- t 6- [ 4- [ 4- ( 4-Fluorophenyl ) oxazol-2- 

yl] phenoxy] pyridin-3-yl] -1,1 , 9-triazaspiro [4.5] decane-6, 8, 10-trione 

620971-44-0P, 4- [2- [ 4- [ [ 5- ( 6, 8, 10-Trioxo-l, 7, 9-triazaspiro [ 4 . 5] dec- 

1-yl) pyridin-2-yl] oxy] phenyl] oxazol- 4 -yl ] benzonit rile 62097 1-47 -3P 

, 3- [2- [4- [ [5- (6, 8, 10-Trioxo-l, 7, 9-triazaspiro [ 4 . 5] dec-l-yl ) pyridin-2- 

yl] oxy] phenyl] oxazol-4-yl ] benzonitrile 620971-50-8P, 

1- [6- [4- [4- (2-Fluorophenyl) oxazol-2-yl] phenoxy] pyridin-3-yl] -1,7, 9- 

triazaspiro [4 . 5] decane-6, 8 , 10-trione 620971-52-0P, 

.1- [6- [4- [4- ( 3-Fluorophenyl ) oxazol-2-yl] phenoxy] pyridin-3-yl ] -1,7, 9- 
triazaspiro [ 4 . 5] decane-6, 8 , 10-trione 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of triaryl-oxy-aryl-spiro-pyrimidinetrione 
metalloproteinase inhibitors selective towards MMP-13) 
RN 620971-38-2 CAPLUS 

CN 1,7, 9-Triazaspiro [4 . 5] decane-6, 8, 10-trione, 1- [6- [4- [4- ( 4-f luorophenyl ) -2- 
oxazolyl] phenoxy] -3-pyridinyl] - (9CI) (CA INDEX NAME) 
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RN 620971-44-0 CAPLUS 

CN Benzonitrile, 4- [2- [ 4- [ [5- ( 6, 8, 10-trioxo-l, 7 , 9-triazaspiro [ 4 . 5] dec-l-yl ) -2- 
pyridinyl]oxy] phenyl] -4-oxazolyl] - (9CI) (CA INDEX NAME) 
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RN 620971-47-3 CAPLUS 

CN Benzonitrile, 3- [2- [4- [ [5- (6, 8, 10-trioxo-l, 7 , 9-triazaspiro [ 4 . 5] dec-l-yl ) -2- 
pyridinyl]oxy] phenyl] -4-oxazolyl] - (9CI) (CA INDEX NAME) 
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620971-50-8 CAPLUS 

1,7, 9-Triazaspiro [4 . 5] decane-6, 8, 10-trione, 1- [ 6- [ 4- [ 4- (2-f luorophenyl) 
oxazolyl]phenoxy]-3-pyridinyl]- (9CI) (CA INDEX NAME) 



10/047,592 



PAGE 1-A 




PAGE 2 -A 



RN 
CN 



620971-52-0 CAPLUS 

1,7, 9-Triazaspiro [4 . 5] decane-6, 8, 10-trione, 1- [6- [4- [ 4- ( 3-f luorophenyl ) 
oxazolyl]phenoxy]-3-pyridinyl]- (9CI) (CA INDEX NAME) 
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AB The present invention relates to N-subs tituted-heteroaryloxy-aryl-spiro- 
pyrimidine-2, 4, 6-trione metalloproteinase inhibitors (shown as I; 
variables defined below; e.g. II) and to pharmaceutical compns . and 
methods of treating inflammation, cancer and other disorders. For I: ; 
ring X is a 5-7 membered heterocyclic ring; A is (C6-Cl0)aryl or 
(C2-C10)heteroaryl; Y = a bond, -0-, -S-, >C:0, >S02, >S:0, -CH20-, 
-OCH2-, -CH2S-, -SCH2-, -CH2SO-, -CH2S02-, -SOCH2-, -S02CH2-, >NR14, 
-[N(R14) ]CH2-, -CH2[N(R14) ]-, -CH2-, -CH:CH-, -C.tplbond.C-, - [N (R14 ) ] S02- 
and -S02 [N (R14) ] -; B is a heterocyclyl containing at least one N atom; whe 
one ring N atom of B is bonded to one C atom of G; G is (Cl-C6)alkyl or 
R15- (CR16R17-)p-; p = 0-4; addnl . details including provisos are given in 
the claims. General semiquant. statements are made about inhibition of 
metalloproteinases by I; no data is presented for specific examples of I; 
some I exhibit selectivity towards MMP-13 relative to other 
metalloproteinases but they are not identified. Although the methods of 
preparation are not claimed, example prepns . of 4 I are included. 

IT 620965-06-2P, 1- [6- [ [1- ( 4-Fluorophenyl ) -lH-indazol-5- 

yl] oxy] pyridin-3-yl] -1, 7, 9-triazaspiro [ 4 . 5] decane-6, 8 , 10-trione 

620965-13-1P, 4- [5- [ [ 5- ( 6, 8, 10-Trioxo-l, 7, 9-triazaspiro [4 . 5] dec-1- 

yl) pyridin-2-yl] oxy] indazol-l-yl] benzonitrile 620965-19-7P, 

1- [6- [ [1- (Pyridin-3-yl) -lH-indazol-5-yl] oxy] pyridin-3-yl] -1,7,9- 

triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-26-6P, 

1- [6- [ (l-Methyl-lH-indazol-5-yl) oxy] pyridin-3-yl] -1, 7, 9- 

triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-33-5P, 

1- [ 6- [ ( l-Isopropyl-lH-indazol-5-yl ) oxy] pyridin-3-yl] -1,7,9- 

triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-35-7P, 

1- [6- [ (2-Isopropyl-2H-indazol-5-yl) oxy] pyridin-3-yl ] -1, 7, 9- 

triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-36-8P, 

4- [5- [ [5- (6, 8, 10-Trioxo-l, 7, 9-triazaspiro [4 . 5] dec-l-yl) pyridin-2- 

yl] oxy] indazol-2-yl] benzonitrile 620965-38-0P, 

l-[6- [ [2- (2-Hydroxyethyl) -l-oxo-2, 3-dihydro-lH-isoindol-5-yl] oxy] pyridin-3 

yl] -1, 7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-39-1P, 

1- [ 6- [ [2- (2-Ethoxyethyl) -l-oxo-2, 3-dihydro-lH-isoindol-5-yl] oxy] pyridin-3- 

yl] -1, 7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-40-4P, 

1- [ 6- [ [ 2- ( 4-Fluorophenyl ) -1 , 2 , 3 , 4-tetrahydroisoquinolin-6-yl] oxy ] pyridin-3 

yl] -1,7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-41-5P, 

1- [ 6- [ [ 1- (4-Fluorophenyl ) -1 , 2 , 3, 4-tetrahydroquinolin-6-yl ] oxy] pyridin-3- 

yl] -1, 7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-42-6P, 

1- [6- [ [1- (4-Fluorophenyl) -2 , 3-dihydro-lH-indol-5-yl ] oxy] pyridin-3-yl] - 

1, 7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-43-7P, 
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1- [6- [ [2- (Pyridin-3-yl) -2H-indazol-5-yl ] oxy] pyridin-3-yl ] -1, 7, 9- 
triazaspiro [4 .5] decane-6, 8, 10-trione 620965-44-8P, 

1- [6- [ [2- (4-Fluorophenyl) -2, 3-dihydro-lH-isoindol-5-yl] oxy] pyridin-3-yl] - 

1. 7. 9- triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-45-9P, 

1- [6- [ [1- (Pyridin-3-yl) -2 , 3-dihydro-lH-indol-5-yl] oxy] pyridin-3-yl] -1,7,9- 
triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-46-0P, 

1- [6- [ [2- (4-Fluorophenyl) -2H-indazol-5-yl] oxy] pyridin-3-yl] -1, 7 , 9- 
triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-47-1P, 

1- [ 6- [ [ 1- ( 4-Fluorophenyl) -2 ,3,4, 5-tetrahydro-lH-benzo [b] azepin-7- 
yl] oxy] pyridin-3-yl] -1, 7, 9-triazaspiro [4 . 5] decane-6, 8 , 10-trione 
620965-48-2P, 1- [6- [ [1- ( 4-Fluorophenyl ) -lH-benzimidazol-5- 
yl] oxy] pyridin-3-yl] -1, 7, 9-triazaspiro [ 4 . 5] decane-6, 8, 10-trione 
620965-49-3P, 6- [7- [ [5- ( 6, 8, 10-Trioxo-l, 7, 9-triazaspiro [ 4 . 5] dec-l- 
yl ) pyridin-2-yl] oxy] -2,3,4, 5-tetrahydrobenzo [b] azepin-l-yl] nicotinonitrile 
620965-50-6P, 6- [5- [ [ 5- ( 6, 8 , 10-Trioxo-l , 7 , 9-triazaspiro [ 4 . 5]dec-l- 
yl)pyridin-2-yl] oxy] -2 , 3-dihydroindol-l-yl] nicotinonitrile 
620965-51-7P, 1- [6- [ [2- ( Pyridin-3-yl ) -2 , 3-dihydro-lH-isoindol-5- 
yl] oxy] pyridin-3-yl] -1, 7, 9-triazaspiro [ 4 . 5] decane-6, 8, 10-trione 
620965-52-8P, 6- [6- [ [5- ( 6, 8 , 10-Trioxo-l , 7 , 9-triazaspiro [ 4 . 5] dec-1- 
yl) pyridin-2-yl] oxy] -3, 4-dihydro-2H-quinolin-l-yl] nicotinonitrile 
620965-53-9P, 1- [6- [ [ 1- { Pyridin-4-yl ) -2 , 3, 4 , 5-tetrahydro-lH- 
benzo [b] azepin-7-yl] oxy] pyridin-3-yl] -1, 7, 9-triazaspiro [4 . 5] decane-6, 8, 10- 
trione 620965-54-0P, 1- [6- [ [1- ( Pyridin-3-yl ) -2, 3, 4, 5-tetrahydro- 
lH-benzo [b] azepin-7-yl ] oxy] pyridin-3-yl] -1, 7, 9-triazaspiro [4 . 5] decane- 

6. 8. 10- trione 620965-55-1P, 6- [6- [ [5- (6, 8, 10-Trioxo-l, 7, 9- 
triazaspiro [4 . 5] dec-l-yl) pyridin-2-yl] oxy] -3, 4-dihydro-lH-isoquinolin-2- 
yl] nicotinonitrile 620965-56-2P, 6- [5-[ [ 5- ( 6, 8 , 10-Trioxo-l , 7 , 9- 
triazaspiro [4 . 5] dec-l-yl) pyridin-2-yl] oxy] -1, 3-dihydroisoindol-2- 

yl] nicotinonitrile 620965-57-3P, 6- [5- [ [5- (6, 8, 10-Trioxo-l, 7, 9- 
triazaspiro [4 . 5] dec-l-yl) pyridin-2-yl] oxy] indazol-l-yl] nicotinonitrile 
620965-58-4P, 6- [ 5- [ [ 5- ( 6, 8 , 10-Trioxo-l , 7 , 9-triazaspiro [ 4 . 5] dec-l- 
yl ) pyridin-2-yl] oxy] indazol-2-yl] nicotinonitrile 620965-59-5P, 
1- [6- [ [2- (Pyridin-4-yl) -2, 3-dihydro-lH-isoindol-5-yl] oxy] pyridin-3-yl ] - 
1, 7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-60-8P, 
1- [6- [ [1- (Pyridin-4-yl) -lH-benzimidazol-5-yl] oxy] pyridin-3-yl] -1, 7, 9- 
triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-61-9P/ 

1- [ 6- [ [2- (Pyridin-4-yl) -1, 2, 3, 4-tetrahydroisoquinolin-6-yl] oxy] pyridin-3- 

yl] -1, 7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-62 -OP, 

1- [ 6- [ [2- (Pyridin-3-yl) -1, 2, 3, 4-tetrahydroisoquinolin-6-yl] oxy] pyridin-3- 

yl] -1, 7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-63-1P, 

1- [6- [ [1- (Pyridin-4-yl) -2, 3-dihydro-lH-indol-5-yl] oxy] pyridin-3-yl] -1, 7, 9- 

triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-64-2P, 

1- [6- [ [1- (Pyridin-4-yl) -lH-indazol-5-yl ] oxy] pyridin-3-yl] -1, 7, 9- 

triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-65-3P, 

1- [6- [ [1- (Pyridin-3-yl) -lH-benzimidazol-5-yl] oxy] pyridin-3-yl] -1, 7, 9- 
triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-66-4P, 

l-[6- [ [1- (Pyridin-4-yl) -1,2, 3, 4-tetrahydroquinolin-6-yl] oxy] pyridin-3-yl ] - 
1,7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-67-5P, 
1- [6- [ [2- (Pyridin-4-yl) -2H-indazol-5-yl] oxy] pyridin-3-yl] -1,7,9- 
triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-68-6P, 

l-[6- [ [1- (Pyridin-3-yl)-l,2,3,4-tetrahydroquinolin-6-yl] oxy] pyridin-3-yl] - 

1, 7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-69-7P, 

1- [ 6- [ [2- (p-Tolyl) -2H-indazol-5-yl] oxy] pyridin-3-yl] -1, 7 , 9- 

triazaspiro [ 4 . 5] decane-6, 8, 10-trione 620965-70-0P, 

1- [ 6- [ [2- (p-Tolyl) -2, 3-dihydro-lH-isoindol-5-yl] oxy] pyridin-3-yl] -1, 7 , 9- 
triazaspiro [4.5] decane-6, 8, 10-trione 620965-71-1P, 

1- [6- [ [2- (4-Chlorophenyl) -2H-indazol-5-yl] oxy] pyridin-3-yl] -1,7, 9- 
triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-72-2P, 

1- [6- [ [2- (4-Chlorophenyl) -2 , 3-dihydro-lH-isoindol-5-yl ] oxy] pyridin-3-yl] - 
1,7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-73-3P, 
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1- [6- [ [2- (Pyridin-2-yl) -2H-indazol-5-yl] oxy] pyridin-3-yl] -1,1, 9- 
triazaspiro [4. 5] decane-6, 8, 10-trione 620965-74-4P, 

1- [6- [ [2- (Pyridin-2-yl) -2 , 3-dihydro-lH-isoindol-5-yl] oxy] pyridin-3-yl] - 
1,7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-75-5P, 
1- [6- [ [2- (3-Methoxypropyl) -2H-indazol-5-yl] oxy] pyridin-3-yl] -1,1, 9- 
triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-76-6P, 

1- [6- [ [2- (Pyridazin-3-yl) -2H-indazol-5-yl] oxy] pyridin-3-yl] -1, 7, 9- 
triazaspiro [ 4 . 5] decane-6, 8 , 10-trione 620965-77-7P, 

1- [6- [ (l-Isopropyl-2, 3-dihydro-lH-indol-5-yl ) oxy] pyridin-3-yl] -1,7,9- 
triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-78-8P, 
1- [6- [ (l-Isopropyl-lH-benzimidazol-5-yl) oxy] pyridin-3-yl] -1,7,9- 
triazaspiro [4 .5] decane-6, 8, 10-trione 620965-79-9P, 

1- [6- [ (2-Isopropyl-2, 3-dihydro-lH-isoindol-5-yl ) oxy] pyridin-3-yl] -1,7,9- 
triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-80-2P, 

1- [6- [ [2- (Pyridin-2-yl) -1, 2, 3, 4-tetrahydroisoquinolin-6-yl ] oxy] pyridin-3- 

yl] -1,7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-81-3P, 

1- [6- [ [2- (Pyridazin-3-yl) -1, 2, 3, 4-tetrahydroisoquinolin-6-yl ] oxy] pyridin-3- 

yl] -1, 7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-82-4P, 

1- [6- [ (2-Isopropyl-l, 2, 3, 4-tetrahydroisoquinolin-6-yl ) oxy] pyridin-3-yl] - 

1, 7, 9-triazaspiro [ 4 . 5] decane-6, 8, 10-trione 620965-83-5P, 

1- [6- [ [2- (Pyridazin-3-yl) -2, 3-dihydro-lH-isoindol-5-yl] oxy] pyridin-3-yl] - 
1,7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-84-6P, 

1- [6- [ [2- (3-Methoxypropyl) -2 , 3-dihydro-lH-isoindol-5-yl ] oxy] pyridin-3-yl] - 

1. 7. 9- triazaspiro [ 4 . 5] decane-6, 8, 10-trione 620965-85-7P, 

1- [6- [ [2- (3-Methoxypropyl) -1,2,3, 4-tetrahydroisoquinolin-6-yl] oxy]pyridin- 

3- yl] -1, 7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-86-8P, 

1- [6- [ [2- (4-Methoxyphenyl) -2H-indazol-5-yl] oxy] pyridin-3-yl] -1,7, 9- 
triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-87-9P, 

1- [6- [ (1-Isopropyl-l, 2, 3, 4-tetrahydroquinolin-6-yl) oxy] pyridin-3-yl] -1, 7 , 9- 
triazaspiro[4. 5] decane-6, 8, 10-trione 620965-88-0P, 

1- [6- [ [1- (3-Methoxypropyl) -1,2,3, 4-tetrahydroquinolin-6-yl ] oxy] pyridin-3- 
yl] -1, 7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-89-lP, 
1- [6- [ [1- (Pyridin-2-yl) -2, 3, 4, 5-tetrahydro-lH-benzo [b] azepin-7- 
yl] oxy] pyridin-3-yl] -1,7, 9-triazaspiro [ 4 . 5] decane-6, 8 , 10-trione 
620965-90-4P, 1- [6- [ [ 1- ( Pyridazin-3-yl ) -2 , 3, 4 , 5-tetrahydro-lH- 
benzo [b] azepin-7-yl] oxy] pyridin-3-yl] -1, 7, 9-triazaspiro [4 . 5] decane-6, 8, 10- 
trione 620965-91-5P, 1- [ 6- [ ( l-Isopropyl-2 , 3, 4 , 5-tetrahydro-lH- 
benzo [b] azepin-7-yl ) oxy] pyridin-3-yl] -1, 7 , 9-triazaspiro [ 4 . 5] decane-6, 8, 10- 
trione 620965-92-6P, 1- [ 6- [ [2- (p-Tolyl) -1, 2, 3, 4- 

tetrahydroisoquinolin-6-yl] oxy] pyridin-3-yl] -1,7, 9-triazaspiro [ 4 . 5] decane- 

6. 8. 10- trione 620965-93-7P, 1- [ 6- [[ 1- ( 4-Methoxyphenyl ) -2 , 3 , 4 , 5- 
tetrahydro-lH-benzo [b] azepin-7-yl] oxy] pyridin-3-yl] -1, 7 , 9- 
triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-94-8P, 

1- [6- [ [2- (4-Chlorophenyl) -1,2, 3, 4-tetrahydroisoquinolin-6-yl ] oxy] pyridin-3- 
yl] -1, 7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-95-9P, 

4- [6- [ [5- (6, 8, 10-Trioxo-l, 7, 9-triazaspiro [4 . 5] dec-l-yl ) pyridin-2-yl ] oxy] - 
3, 4-dihydro-lH-isoquinolin-2-yl] benzonitrile 620965-96-0P, 

4- [5- [ [5- (6, 8, 10-Trioxo-l, 7, 9-triazaspiro'[ 4. 5] dec-l-yl ) pyridin-2-yl] oxy] - 

2. 3- dihydroindol-l-yl]benzonitrile 620965-97-1P, 

1- [6- [ [1- (4-Methoxyphenyl) -lH-benzimidazol-5-yl] oxy] pyridin-3-yl] -1,7,9- 
triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-98-2P, 

' 1- [6- [ [2- (4-Methoxyphenyl) -1,2, 3, 4-tetrahydroisoquinolin-6-yl ] oxy] pyridin- 

3- yl] -1,7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620965-99-3P, 

4- [6- [ [5- ( 6, 8, 10-Trioxo-l, 7, 9-triazaspiro [4 . 5] dec-l-yl ) pyridin-2-yl ] oxy] - 

3. 4- dihydro-2H-quinolin-l-yl] benzonitrile 620966-00-9P, 

1- [6- [ [1- (4-Methoxyphenyl) -1,2, 3, 4-tetrahydroquinolin-6-yl ] oxy] pyridin-3- 

yl] -1,7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620966-01-OP, 

4- [7- [ [5- (6, 8, 10-Trioxo-l, 7, 9-triazaspiro [4. 5] dec-l-yl ) pyridin-2-yl] oxy] - 

2, 3, 4, 5-tetrahydrobenzo [b] azepin-l-yl] benzonitrile 620966-02-1P, 

4- [5- [ [5- ( 6, 8, 10-Trioxo-l, 7, 9-triazaspiro [4 . 5] dec-l-yl) pyridin-2-yl ] oxy] - 
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1, 3-dihydroisoindol-2-yl]benzonitrile 620966-03-2P, 

1- [6- [ [1- (4-Chlorophenyl) -1,2, 3, 4-tetrahydroquinolin-6-yl] oxy] pyridin-3- 
yl] -1, 7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620966-04-3P, 
1- [6- [ [1- (p-Tolyl) -1, 2, 3, 4-tetrahydroquinolin-6-yl] oxy] pyridin-3-yl] -1,7,9- 
triazaspiro [4 . 5] decane-6, 8 , 10-trione 620966-05-4P, 
4- [5- [ [5- (6, 8, 10-Trioxo-l, 7, 9-triazaspiro [4 . 5] dec-l-yl) pyridin-2- 
yl] oxy] benzimidazol-l-yl ] benzonitrile 620966-06-5P, 
1- [6- [ [1- (3-Methoxypropyl) -2, 3, 4, 5-tetrahydro-lH-benzo [b] azepin-7- 
yl] oxy] pyridin-3-yl] -1, 7, 9-triazaspiro [4 .5] decane-6, 8 , 10-trione 
620966-07-6P, 1- [6- [ [1- ( 4-Chlorophenyl ) -2, 3, 4, 5-tetrahydro-lH- 
benzo [b] azepin-7-yl ] oxy] pyridin-3-yl ] -1, 7 , 9-triazaspiro [4 . 5] decane-6, 8,10- 
tribne 620966-08-7P, 1- [6- [ [1- (p-Tolyl) -2, 3, 4, 5-tetrahydro-lH- 
benzo [b] azepin-7-yl] oxy] pyridin-3-yl] -1, 7, 9-triazaspiro [ 4 . 5] decane-6, 8, 10- 
trione 620966-09-8P, l-[6-[ [2- (4-Methoxyphenyl) -2 , 3-dihydro-lH- 
isoindol-5-yl] oxy] pyridin-3-yl] -1, 7 , 9-triazaspiro [ 4 . 5] decane-6, 8 , 10-trione 
620966-10-1P, 1- [6- [ [ 1- ( Pyridazin-3-yl ) -1, 2 , 3, 4-tetrahydroquinolin- 
6-yl] oxy] pyridin-3-yl] -1, 7, 9-triazaspiro [4 . 5] decane-6, 8 , 10-trione 
620966-11-2P, 1- [6- [ [ 1- ( Pyridin-2-yl ) -1 , 2 , 3, 4-tetrahydroquinolin-6- 
yl] oxy] pyridin-3-yl] -1, 7, 9-triazaspiro [ 4 . 5] decane-6, 8, 10-trione 
620966-12-3P, 1- [6- [ [1- (p-Tolyl) -lH-indazol-5-yl ] oxy] pyridin-3-yl] - 
1,7, 9-triazaspiro [4. 5] decane-6, 8, 10-trione 620966-13-4P, 
1- [6- [ [1- (4-Methoxyphenyl) -2, 3-dihydro-lH-indol-5-yl] oxy] pyridin-3-yl ] - 
1, 7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620966-14-5P, 
1- [6- [ [1- (Pyridazin-3-yl) -lH-benzimidazol-5-yl] oxy] pyridin-3-yl] -1,7,9- 
triazaspiro [4 . 5] decane-6, 8, 10-trione 620966-15-6P, 

1- [ 6- [ [ 1- ( Pyridazin-3-yl ) -2 , 3-dihydro-lH-indol-5-yl] oxy ] pyridin-3-yl ] - 
1, 7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620966-16-7P, 
1- [6- [ [1- (Pyridazin-3-yl) -lH-indazol-5-yl] oxy] pyridin-3-yl] -1, 1 , 9- 
triazaspiro [ 4 . 5] decane-6, 8, 10-trione 620966-17-8P, 

1- [6- [ [1- (Pyridin-2-yl) -lH-benzimidazol-5-yl ] oxy] pyridin-3-yl] -1, 7, 9- 
triazaspiro [4 . 5] decane-6, 8, 10-trione 620966-18-9P, 

1- [6- [ [1- (Pyridin-2-yl) -2, 3-dihydro-lH-indol-5-yl] oxy] pyridin-3-yl] -1,7,9- 
triazaspiro [4 . 5] decane-6, 8, 10-trione 620966-19-0P, 
l-[6- [ [1- (Pyridin-2-yl) -lH-indazol-5-yl]oxy]pyridin-3-yl] -1,7, 9- 
triazaspiro [4 . 5] decane-6, 8, 10-trione 620966-20-3P, 

1- [6- [ [1- (4-Methoxyphenyl) -lH-indazol-5-yl] oxy] pyridin-3-yl] -1,7,9- 
triazaspiro [4 . 5] decane-6, 8, 10-trione 620966-21-4P, 

1- [6- [ [1- (4-Chlorophenyl) -lH-benzimidazol-5-yl] oxy] pyridin-3-yl] -1,7,9- 
triazaspiro [4 . 5] decane-6, 8, 10-trione 620966-22-5P, 

1- [6- [ [1- (3-Methoxypropyl) -lH-benzimidazol-5-yl] oxy] pyridin-3-yl ] -1 , 7 , 9- 
triazaspiro [4 . 5] decane-6, 8, 10-trione 620966-23-6P, 

1- [6- [ [1- (3-Methoxypropyl) -2, 3-dihydro-lH-indol-5-yl] oxy] pyridin-3-yl] - 
1,7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620966-24-7P, 
1- [ 6- [ [ 1- (3-Methoxypropyl ) -lH-indazol-5-yl] oxy] pyridin-3-yl] -1,7,9- 
triazaspiro [4 . 5] decane-6, 8, 10-trione 62G966-25-8P, 

1- [6- [ [1- (4-Chlorophenyl) -2, 3-dihydro-lH-indol-5-yl] oxy] pyridin-3-yl] - 

1, 7, 9-triazaspiro [4 . 5] decane-6, 8, 10-trione 620966-26-9P, 

l-[6- [ [1- (4-Chlorophenyl) -lH-indazol-5-yl] oxy] pyridin-3-yl] -1, 7, 9- 

triazaspiro [4 - 5] decane-6, 8, 10-trione 620966-27-0P, 

1- [6- [ [1- (p-Tolyl) -lH-benzimidazol-5-yl] oxy] pyridin-3-yl ] -1, 7, 9- 

triazaspiro [4 . 5] decane-6, 8, 10-trione 620966-28-1P/ 

1- [ 6- [ [ 1- (p-Tolyl ) -2 , 3-dihydro- lH-indol-5-yl ] oxy] pyridin-3-yl ] -1 , 7 , 9- 
triazaspiro [4.5] decane-6, 8, 10-trione 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of N-substituted-heteroaryloxy-aryl-spiro- 
pyrimidinetrione metalloproteinase inhibitors selective towards MMP-13) 
RN 620965-06-2 CAPLUS 

CN 1,7, 9-Triazaspiro [4 . 5] decane-6, 8, 10-trione, 1- [ 6- [ [ 1- ( 4-f luorophenyl ) -1H- 
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indazol-5-yl]oxy]-3-pyridinyl]- (9CI) (CA INDEX NAME) 




RN 620965-13-1 CAPLUS 

CN Benzonitrile, 4- [5- [ [5- ( 6, 8, 10-trioxo-l, 7, 9-triazaspiro [4 . 5] dec-l-yl) -2- 
pyridinyl]oxy]-lH-indazol-l-yl]- (9CI) (CA INDEX NAME) 




RN 
CN 



620965-19-7 CAPLUS 

1,7, 9-Triazaspiro [4 . 5] decane-6, 8, 10-trione, 1- [6- [ [ 1- ( 3-pyridinyl ) -1H- 
indazol-5-yl]oxy]-3-pyridinyl]- (9CI) (CA INDEX NAME) 
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0 



RN 620965-26-6 CAPLUS 

CN 1, 7, 9-Triazaspiro [4 . 5] decane-6, 8, 10-trione, 1- [ 6- [ ( l-methyl-lH-indazol-5- 
yl)oxy]-3-pyridinyl]- (9CI) (CA INDEX NAME) 



Me 




0 



RN 620965-33-5 CAPLUS 

CN 1, 7, 9-Triazaspiro [4 . 5] decane-6, 8 , 10-trione, 1- [ 6- [ [1- ( 1 -methyl ethyl ) -1H- 
indazol-5-yl]oxy]-3-pyridinyl] - (9CI) (CA INDEX NAME) 



Pr-i 
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RN 620965-35-7 CAPLUS 

CN 1,7, 9-Triazaspiro [4 . 5] decane-6, 8, 10-trione, 1- [6- [ [2- (1-methylethyl) - 
indazol-5-yl]oxy]-3-pyridinyl]- (9CI) (CA INDEX NAME) 




O 



RN 620965-36-8 CAPLUS 

CN Benzonitrile, 4- [ 1, 3-dihydro-5- [ [5- (6, 8, 10-trioxo-l, 7, 9- 

triazaspiro [4 . 5] dec-l-yl ) -2-pyridinyl] oxy] -2H-indazol-2-yl ] - (9CI ) (CA 
INDEX NAME) 




0 



RN 620965-38-0 CAPLUS 

CN 1, 7, 9-Triazaspiro [4 . 5] decane-6, 8, 10-trione, 1- [6- [ [2 , 3-dihydro-2- (2- 

hydroxyethyl) ~l-oxo-lH-isoindol-5-yl] oxy] -3-pyridinyl] - (9CI) (CA INDEX 
NAME) 
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CH2-CH2-OH 



RN 620965-39-1 CAPLUS 

CN 1, 7, 9-Triazaspiro [4 . 5] decane-6, 8, 10-trione, 1- [6- [ [2- (2-ethoxyethyl ) -2 , 3- 
dihydro-l-oxo-lH-isoindol-5-yl]oxy]-3-pyridinyl]- (9CI) (CA INDEX NAME) 




CH2-CH2-OEt 



RN 620965-40-4 CAPLUS 

CN IV 7, 9-Triazaspiro [4 . 5] decane-6, 8, 10-trione, 1- [6- [ [ 2- ( 4-f luorophenyl ) - 
1,2,3, 4-tetrahydro-6-isoquinolinyl] oxy] -3-pyridinyl ] - (9CI) (CA INDEX 
NAME) 
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,G2 
G3 Gl 

G4 X . 




N N 

ri y r2 




II 



AB Spirobarbituric acids I [A, B, D = 0, S; one of Rl and R2 = H, the other = 
H, alkyl, alkenyl; X = S, -S (0) , SO, (un) substituted NH; Gl = CO, 
(un) substituted CH2, NH, CH : , N:; G2 =0, CO, (un) substituted CH2, NH, N:, 
CH:, :N, :CH; G# = (un) substituted CH2, NH, N:, CH:, :CH, :N; G4 = bond, 
(un) substituted CH2, CH2CH2, :CH] were prepared for use as inhibitors of 
MMPs, particularly MMP-13, aggrecanase, and/or TACE (no data) . Thus,, 
4-BrC6H4NH2 was treated with BrCH(C02Et)2 to give 4-BrC6H4NHCH (C02Et ) 2 
which was cyclized to 1- ( 4-bromophenyl ) -5 , 5-diethoxycarbonylpyrrolidin-2- 
one which was treated with' urea to give the spirobrabiturate II. 

IT 620628-27-5P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of spirobarbituric acid derivs . useful as inhibitors of matrix 
metalloproteases ) 
RN 620628-27-5 CAPLUS 

CN 1,7 , 9-Triazaspiro [ 4 . 5] decane-2, 6, 8, 10-tetrone, 1- [4- (phenylmethoxy) phenyl] - 
(9CI) (CA INDEX NAME) 



0- CH2~ Ph 




IT 620628-01-5P 620628-04-8P 620628-05-9P 
620628-06-0P 620628-08-2P 620628-09-3P 
620628-10-6P 620628-11-7P 620628-12-8P 
620628-13-9P 620628-14-0P 620628-15-1P 
620628-16-2P 620628-17-3P 620628-18-4P 
620628-19-5P 620628-20-8P 620628-21-9P 
620628-22-0P 620628-23-1P 

RL: SPN (Synthetic preparation); THU (Therapeutic use) ; BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(preparation of spirobarbituric acid derivs. useful as inhibitors of matrix 
metalloproteases ) 
RN 620628-01-5 CAPLUS 

CN 1, 7, 9-Triazaspiro[4 . 5] decane-2, 6, 8, 10-tetrone, 1- [ 1 , 1 1 -biphenyl] -4-yl- 
(9CI) (CA INDEX NAME) 
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Ph 




0 



RN 620628-04-8 CAPLUS 

CN 1, 7, 9-Triazaspiro [4.5] decane-2, 6, 8, 10-tetrone, 1- [4- [4- 
(methylthio)phenoxy] phenyl]- (9CI) (CA INDEX NAME) 



SMe 




O 



RN 620628-05-9 CAPLUS 

CN 1,7, 9-Triazaspiro [4 . 5] decane-2, 6, 8, 10-tetrone, 3 -methyl- 1- (4- 
phenoxyphenyl)- (9CI) (CA INDEX NAME) 



OPh 




O 
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RN 620628-06-0 CAPLUS 

CN 1,7, 9-Triazaspiro [4 . 5] decane-2, 6,8, 10-tetrone, 4-ethyl-l- ( 4-phenoxyphenyl) - 
, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OPh 




0 Et 



RN 620628-08-2 CAPLUS 

CN 1, 7, 9-Triazaspiro [4 . 5] decane-2, 6,8, 10-tetrone, 1- [4- [ (4- 
phenoxyphenyl) amino] phenyl]- (9CI) (CA INDEX NAME) 



OPh 




RN 620628-09-3 CAPLUS 

CN Benzoic acid, 4- [ 4- (2, 6, 8, 10-tetraoxo-l, 7 , 9-triazaspiro [ 4 . 5] dec-1- 
yDphenoxy] -, methyl ester (9CI) (CA INDEX NAME) 
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0 

II 



C- OMe 




RN 620628-10-6 CAPLUS 

CN Benzoic acid/ 4- [4- (2, 6, 8, 10-tetraoxo-l, 7, 9-triazaspiro [4 . 5] dec-1- 
yDphenoxy]- (9CI) (CA INDEX NAME) 



C0 2 H 




O 



RN 620628-11-7 CAPLUS 

CN 1, 7, 9-Triazaspiro [4 . 5] decane-2, 6, 8, 10-tetrone, 1- [4- (4- 
dibenzofuranyloxy) phenyl]- (9CI) (CA INDEX NAME) 



10/047, 592 



0 




RN 620628-12-8 CAPLUS 

CN 1,7, 9-Triazaspiro[4.5]decane-2, 6, 8, 10-tetrone, 1- [4- (2 
methoxyphenoxy) phenyl]- (9CI) (CA INDEX NAME) 




RN 620628-13-9 CAPLUS 

CN 1, 7, 9-Triazaspiro [ 4 . 5] decane-2, 6, 8, 10-tetrone, 1- [4- (3 
methoxyphenoxy) phenyl]- (9CI) (CA INDEX NAME) 



10/047,592 




0 



RN 620628-14-0 CAPLUS 

CN 1, 7, 9-Triazaspiro [4 . 5] decane-2, 6, 8, 10-tetrone, 1- [4- [4- 

(trifluoromethoxy)phenoxy] phenyl]- (9CI) (CA INDEX NAME) 



O-CF3 




o 



RN 620628-15-1 CAPLUS 

CN 1, 7, 9-Triazaspiro [4 . 5] decane-2, 6, 8, 10-tetrone, 1- [4- (4- 
acetylphenoxy) phenyl]- (9CI) (CA INDEX NAME) 



10/047,592 



Ac 




RN 620628-16-2 CAPLUS 

CN 1, 7, 9-Triazaspiro [4 . 5]decane-2, 6, 8, 10-tetrone, 1- [4- [ ( 6-methoxy-3- 
pyridinyl)oxy] phenyl]- (9CI) (CA INDEX NAME) 



OMe 




RN 620628-17-3 CAPLUS 

CN 1,7, 9-Triazaspiro [4 . 5]decane-2, 6, 8, 10-tetrone, 1- [4- (3- 
nitrophenoxy) phenyl] - (9CI) (CA INDEX NAME) 



10/047,592 




O 



RN 620628-18-4 CAPLUS 

CN 1, 7, 9-Triazaspiro [4 . 5] decane-2, 6, 8, 10-tetrone, 1- [4- [4- 
(trifluoromethyl)phenoxy] phenyl]- (9CI) (CA INDEX NAME) 




RN 620628-19-5 CAPLUS 

CN 1, 7, 9-Triazaspiro [4 . 5] decane-2, 6, 8, 10-tetrone, 1- [4- (4- 
phenoxyphenoxy) phenyl]- (9CI) (CA INDEX NAME) 



10/047,592 



OPh 



°=< 




0 



RN 620628-20-8 CAPLUS 

CN 1,7, 9-Triazaspiro [4 .5] decane-2, 6, 8, 10-tetrone, 1- [4- [4- 
(methylsulfonyl)phenoxy] phenyl]- (9CI) (CA INDEX NAME) 



O 

II 



Me- S= O 




RN 620628-21-9 CAPLUS 

CN 1, 7, 9-Triazaspiro [4 . 5] decane-2 , 6, 8 , 10-tetrone, 1- [4- (4- 
ethenylphenoxy) phenyl] - (9CI) (CA INDEX NAME) 



10/047,592 



CH= CH2 




0 



RN 620628-22-0 CAPLUS 

CN 1, 7, 9-Triazaspiro [4 . 5] decane-2, 6, 8, 10-tetrone, 1- [4- [ (2-methyl-4- 
quinolinyDmethoxy] phenyl]- (9CI) (CA INDEX NAME) 




RN 620628-23-1 CAPLUS 

CN 1,7, 9-Triazaspiro [4. 5] decane-2, 6, 8 , 10-tetrone, 4-ethyl-l- ( 4-phenoxyphenyl) - 
, (4S)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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OTHER SOURCE(S): MARPAT 136:340695 

AB Title compds. were prepared Thus, 6- ( 4-bromophenoxy ) pyridine-3-amine was 
cyclocondensed with BrCH(C02Et)2 and BrCH2CH2COCl and the product 
cyclocondensed with (H2N)2CO to give 1- [ 6- ( 4-bromophenoxy) -3-pyridinyl] - 
1, 7, 9-triazaspiro [4 . 5] decane-2, 6, 8, 10-tetraone. Data for biol . activity 
of title compds. were given. 

IT 418760-71-1P 418760-72-2P 418760-74-4P 
418760-75-5P 418760-76-6P 418760-77-7P 
418760-78-8P 418760-79-9P 418760-81-3P 
418760-83-5P 418760-84-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of 1-aryl-l, 7, 9-triazaspiro [4 . 5] decanetetraones and analogs as 
metalloproteinase inhibitors) 
RN 418760-71-1 CAPLUS 

CN 1, 7, 9-Triazaspiro [4 . 5] decane-2, 6, 8, 10-tetrone, 1- [ 6- (4-bromophenoxy) -3- 
pyridinyl]- (9CI) (CA INDEX NAME) 



Br 




RN 418760-72-2 CAPLUS 

CN 1,7, 9-Triazaspiro [4 . 5] decane-2, 6,8, 10-tetrone, 1- [ 6- ( 4-f luorophenoxy) -3- 
pyridinyl]- (9CI) (CA INDEX NAME) 



10/047,592 



F 




RN 418760-74-4 CAPLUS 

CN • Benzonitrile, 4- [ [5- (2, 6, 8, 10-tetraoxo-l, 7, 9-triazaspiro [4 . 5] dec-l-yl) -2- 
pyridinyl]oxy]- (9CI) (CA INDEX NAME) 



CN 




O 



RN 418760-75-5 CAPLUS 

CN 1, 7, 9-Triazaspiro [4 . 5] decane-2 , 6, 8 , 10-tetrone, 1- [6- [4- ( 1, 3, 4-oxadiazol-2 
yl)phenoxy]-3-pyridinyl]- (9CI) (CA INDEX NAME) 



10/047,592 



/ \ 




O 



RN 418760-76-6 CAPLUS 

CN 1,7, 9-Triazaspiro[4 . 5] decane-2 , 6, 8 , 10-tetrone, 1- [ 6- ( 4-ethylphenoxy) -3- 
pyridinyl]- (9CI) (CA INDEX NAME) 



Et 



O- 




O 



RN 418760-77-7 CAPLUS 

CN Acetamide, N- [ [4- [ [5- [2,6,8, 10-tetraoxo-l, 7 , 9-triazaspiro [4 . 5] dec-l-yl) 
pyridinyl]oxy] phenyl] methyl]- (9CI) (CA INDEX NAME) 



10/047,592 



CH2-NHAC 




O 



RN 418760-78-8 CAPLUS 

CN Propanamide, N- [ [4- [ [5- (2, 6, 8 , 10-tetraoxo-l , 7 , 9-triazaspiro [ 4 . 5] dec-l-yl ) - 
2-pyridinyl]oxy] phenyl] methyl]- (9CI) (CA INDEX NAME) 



0 
II 

CH2-NH- C- Et 




RN 418760-79-9 CAPLUS 

CN Butanamide, N- [ [ 4- [ [ 5- ( 2 , 6, 8 , 10-tetraoxo-l, 7 , 9-triazaspiro [ 4 . 5] dec-l-yl ) -2- 
pyridinyl]oxy] phenyl] methyl]- (9CI) (CA INDEX NAME) 
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II 

CH2-NH- C- Pr-n 




O 



RN 418760-81-3 CAPLUS 

CN Pentanamide, N- [ [4- [ [5- (2,6, 8, 10-tetraoxo-l, 7, 9-triazaspiro [4 . 5] dec-l-yl) - 
2-pyridinyl]oxy] phenyl] methyl]- (9CI) (CA INDEX NAME) 



O 

II 

CH2-NH- C- Bu-n 




O 



RN 418760-83-5 CAPLUS 

CN Cyclobutanecarboxamide, N- [ [4- [ [5- (2, 6, 8, 10-tetraoxo-l, 7 , 9- 

t riazaspiro [4.5] dec-l-yl ) -2-pyridinyl ] oxy] phenyl ] methyl ] - ( 9CI ) ( CA INDEX 
NAME) 
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RN 
CN 



418760-84-6 CAPLUS 

1, 7, 9-Triazaspiro [4 . 5] decane-2, 6, 8, 10-tetrone, 1- [6- [4- (lH-pyrazol-1- 
ylmethyl)phenoxy]-3-pyridinyl]- (9CI) (CA INDEX NAME) 
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